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2-Aminothiazole is regarded as a privileged structure motif in medicinal chemistry due to its presence in the numerous pharmaceuticals and agrochemicals [1] . Their anti-inflammatory activity, as well as antiparasitic and antimicrobic action have led to three classes of these compounds with the trade names: Sudoxicam, Nitridazole and Sulfadimethoxine.
2-Aminothiazole derivatives possess the antimycobacterial [2] antiplasmodial [3] , antifungal [4] , antiplatelet [5] , antiviral [6] , hypoglycemic [7] and other activities. The anticancer studies of different 2-acylaminothiazole derivatives exhibited their potent inhibitory activity against a wide range of human cancerous cell lines [8] [9] [10] [11] [12] [13] [14] . Here we describe the synthesis and the anticancer evaluation of some novel 2-acylamino-5-arylmetylthiazole derivatives 6а-h, several of which exhibited good activities.
Chemistry Our syntheses of the corresponding 2-(4-amino-5-methyl-4H- [1, 2, 4] triazol-3-ylsulfanyl)-N-(5-R-benzylthiazol-2-yl)-acetamides 6 are illustrated in Schemes 1 and 2. At the first stage acrolein was chloroarylated by diazonium salts in the presence of copper(II) chloride under Meerwein arylation conditions. Refluxing of 3-aryl-2-chloropropanals 2a-h and thiourea in ethanol gave 5-substituted 2-aminothiazoles 3a-h [15, 16] ,
To obtain chloroacetamides 4a-h the corresponding 5-substituted 2-aminothiazoles 3a-h were acylated with chloroacetyl chloride in a dry dioxane in the presence of triethylamine [10] . By the interaction of thiocarbonohydrazide with acetic acid 4-amino-5-methyl-4H-[1,2,4]triazole-3-thiole 5 was obtained.
The treatment of 4a-h with 4-amino-5-methyl-4H- [1, 2, 4] triazole-3-thiole 5 gave the target compounds 6a-h in the yields of 70-86%.
The composition and structure of the compounds synthesized were elucidated by 1 H NMR and microanalyses. In 1 H NMR spectrum, all protons were seen according to expected chemical shifts and integral values. The protons of the CH 3 and NH 2 group were observed at δ 2.29-2.30 and 5.78-5.79 ppm, respectively, while two methylene groups at δ 4.03-4.18 ppm.
Biological Activity
The 2-(4-amino-5-methyl-4H-[1,2,4]triazol-3-ylsulfanyl)-N-(5-R-benzylthiazol-2-yl)-acetamides 5 synthesized were selected by the National Cancer Institute (NCI) Developmental Therapeutic Programme (www.dtp.nci.nih.gov) for the in vitro cell line screening to investigate their anticancer activity. Anticancer assays were performed according to the NCI protocol [17] [18] [19] [20] . The compounds were evaluated for the antitumor activity against 60 cancer lines in the concentration of 10 µM. The human tumour cell lines were derived from nine different cancer types: leukemia, melanoma, lung, colon, CNS, ovarian, renal, prostate, and breast cancers. The screening results are shown in Table. The compounds tested showed different levels of activity on various cancer cell lines. azol-3-ylsulfanyl)-N-(5-R-benzylthiazol-2-yl)-acetamides with the anticancer activity were synthesized.
Experimental Part
All starting materials were purchased from the commercial sources and used without purification. Melting points were uncorrected and were measured in open capillary tubes. The 1 H-NMR spectra were recorded on a Varian Gemini (400 MHz) in DMSO-d 6 , TMS was the internal standard.
The general procedure for the synthesis of 3-aryl-2-chloropropanals 2. Charge a three-necked flask equipped with a stirrer, a dropping funnel, and a gas-outlet tube (attached to a bubble counter) with 0.2 Mol (13.5 ml) of acrolein, 10 g of CuCl 2 · 2H 2 O, and 50 ml of acetone. Add dropwise a cold aqueous solution of arenediazonium chloride 1 (prepared by diazotization of 0.2 Mol of the corresponding aromatic amine) with vigorous stirring. Maintain the temperature in the range of 10-30°C. When the reaction is complete, the organic layer is separated. Extract the aqueous layer with chloroform. Combine the extract with the organic phase, dry over MgSO 4 , evaporate, and distill the residue under reduced pressure. Compounds 2a, c-g were described earlier [15, 16] . Heat the mixture of 0.8 g of thiourea and 0.01 Mol of aldehyde 2 in 10 ml of ethanol for 1.5-2 h under reflux. Cool the mixture, dilute with 100 ml of water, and make alkaline by adding aqueous ammonia. Filter the precipitate and recrystallize from CCl 4 or C 6 H 6 -CCl 4 . Compounds 3a, c-g were described earlier [15, 16] . The general procedure for the synthesis of N-(5- (R-benzyl)-1,3-thiazol-2-yl)-2-chloroacetamides  (4a-h) . To the mixture of appropriate 2-amino-5-arylmethylthiazole 3 (10 mmol) and 1.4 ml triethylamine in dioxane (25 ml) add dropwise chloroacetyl chloride (0.8 ml, 10 mmol) at 20-25°C. Dilute the mixture with 100 ml of water. Collect by filtration the solid product obtained, wash with water (10-20 ml) and recrystallize from the mixture of ethanol-DMF. -N-[5-(3-chloro-4-methylbenzyl)-1,3 amino-5-methyl-4H-[1,2,4]triazol-3-ylsulfanyl)-N-(5-R-benzylthiazol-2-yl)-acetamides (6a-h) 
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